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(57) Described is a process for producing an N-biphenylmethylthiadiazoline derivative (7) in accordance with the 
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Description 
Technical Held 

The present invention relates to a process for producing an N-biphenylmethyfthiadiazoline derivative or salt thereof 
which is useful as a therapeutic agent for circulatory diseases such as hypertension, heart diseases or cerebral apo- 
plexy; and to an intermediate for producing the derivative or salt 

Background Art 

Angiotensin II is an active center of the renin-angiotensin system, and has powerful vasopressor action and stimu- 
lating action for the synthesis and secretion of aldosterone in the adrenal cortex. It is also known to be a substance 
causing hypertension. Its action is considered to be caused through a specific receptor on various target organs such 
as adrenal cortex, kidneys, arterioles and the peripheries of sympathetic nerves. 

Known conventional examples of substances which show antihypertensive effects by pharmacological inhibition of 
the renin-angiotensin system include angiotensin-converting enzyme inhibitors such as captopril and enarapril, angi- 
otensin (I antagonists and renin inhibitors. As angiotensin II antagonist out of these, saralasin ([Sari , Ala8] AGIQ, which 
is an angiotensin II type peptide, and nonpeptide derivatives such as imidazole derivatives (Japanese Patent Laid-Open 
Nos. SHO 56-7103 and SHO56-71074, and Japanese Language Laid-Open Publication No. HE I 3-501020) and pyra- 
zole derivatives (Japanese Patent Laid-open No. HEI 3-218371) are already known. 

The peptide derivatives, however, have difficulty in clinical applications because of their short in yjvg half-life, lack 
of effectiveness upon oral administration and significant agonistic activities. Among the nonpeptide derivatives, few 
drugs have been used clinically. 

With a view toward providing a clinically excellent drug under such circumstances, the present inventors have car- 
ried out an extensive investigation. As a result, finding that an N-biphenylmethyrthiadiazoline derivative represented by 
the below-described formula (7) or salt thereof has an excellent angiotensin II antagonistic action and are useful as 
therapeutics for circulatory diseases such as hypertension, heart diseases and cerebral apoplexy, the present inventors 
have already filed international patent application thereon (WO94/0451 6). 



In that international application, an N-biphenylmethylthiadiazoline derivative (7) is prepared in accordance with the 
process as shown by the following reaction scheme. 
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wherein R 1 represents a lower alkyl group. 

Theabove process is however accompanied with the drawback that it includes a step of introducing a tetrazole 
so group into a biphenylnrtnle derivative in a manner known to date (Japanese Patent Laid-Open No. SHO 63-23868) so 
that a harmful tnalkyttin compound should be used as a reagent for tetrazole introduction. The above process is there- 
fore not fully satisfactory from the industrial viewpoint. 

Anobject of the present invention is therefore to provide an industrially useful process for producing an N-biphenyl- 
metnylth.adazol.ne derivative (7) or salt thereof which is an angiotensin antagonist, and also an intermediate for pro- 
55 duang the same. 

Disclosure of the Invention 



With the forgoing in view, the present inventors have carried out an extensive investigation on the process for pro- 
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ducing an N-biphenylmethylthiacfiazoline derivative (7) or salt thereof. As a result, it has been found that according to 
the production process through the novel compound (3a) or (3b), which will be described later, an N-biphenylmethytth- 
iadiazoline derivative (7) or salt thereof can be prepared advantageously from the industrial viewpoint leading to the 
completion of the invention. 

A process for producing an N-biphenylmethyfthiadiazoline derivative (7) or salt thereof according to the present 
invention is represented by the following reaction scheme: 




N-NH 



wherein R represents a lower alkyl group, R 2 represents a hydrogen atom or an acyl group. R 2a represents an acyl 
group, X represents a halogen atom, X 2 represents a halogen atom or a group -SO3R 3 in which R 3 represents an alkyl 
or aryl group, 2 represents a hydrogen atom, a copper atom, a lithium atom, a halogenated metal or a group -B(OR 4 ) 2 
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in which R 4 represents a hydrogen atom or a lower alkyl group, and A represents a hydrogen atom or a tetrazolyl pro- 
tective group. 

The present invention therefore provides a process for producing an N-biphenylmethytthiadiazoIine derivative (7) or 
salt thereof by using as a raw material an N-benzytthiadiazoline derivative (3a) or (3b). the former (3a) being available 
by the reaction between an aminothiadiazole derivative (1) and a halogenotoluene derivative (2) and the latter (3b) 
being available by the deacylation of the reaction product, reacting the reaction product or deacylated product with a 
compound (4) to obtain a compound (5a) or compound (5b), eliminating the acyi group to obtain the compound (5b) in 
the case where the compound (5a) is obtained, reacting the resulting compound (5b) with a compound (6). and elimi- 
nating the tetrazolyl protective group as needed. 

The present invention also provides a process for producing an N-biphenylmethylthiadiazoline derivative (7) or salt 
thereof by reacting the above-described N-benzytthiadiazoline derivative (3b) with the compound (6) to obtain a com- 
pound (8), reacting the compound (8) with the compound (4). and then eliminating the tetrazolyl protective group as 
needed. 

The N-benzytthiadiazoiine derivatives (3a) and (3b), that is. the compounds represented by the below-described 
formula (3). and acid salts thereof are novel compounds which have not been reported in literatures and the present 
invention also provides these compounds and a process for producing them. 




(3) 



Best Modes for Carrying Out the Invention 

In the present invention, the term "lower" as used for the description of each subst'rtuerrt in each chemical formula 
means a linear or branched C^ 7 , preferably C^s substituent. 

In the above-described reaction scheme, examples of the lower alkyl groip represented by R 1 include methyl, 
ethyl, n-propyl, isopropyl, n-butyl, t-butyl and n-pentyl groups, with an ethyl group being preferred. 

Examples of the acyl group represented by R 2 or R 2a include lower alkanoyl. lower alkenoyl, lower alkoxycarbonyl 
and lower aralkyloxycarbonyl groups. 

Examples of the lower alkanoyl groups include C^ Q alkanoyl groups such as formyl, acetyl, propionyl, butyryl, 
valeryl, isovaleryl, pivaloyi, hexanoyl, heptanoyl, octanoyl and nonaloyl; halo-lower alkanoyl groups such as chloro- 
acetyl. bromoacetyl. dichloroacetyl, trifluoroacetyl, chloropropionyl and tetrafluoropropionyl; hydroxy-lower alkanoyl 
groups such as hydroxyacetyl, dihydroxyacetyl, hydroxypropionyl and hydroxybutyryl; alkoxy-lower alkanoyl groups 
such as methoxyacetyl, ethoxyacetyl, methoxypropionyl and ethoxypropionyl; and cyano-lower alkanoyl groups such as 
cyanoacetyl, cyanopropionyl and cyanobutyryL Preferred is a trifluoroacetyl group. 

Examples of the lower alkenoyl groups include acryioyl, methacryloyl, crotonoyi and pentenoyi groups. 

Examples of the lower alkoxycarbonyl groups include methoxycarbonyl, ethoxycarbonyl, propoxycarbonyl, n-butox- 
ycarbonyl and t-butoxycarbonyl groups. 

Examples of the lower aralkyloxycarbonyl groups include benzyloxycarbonyl and phenethyloxycarbonyl groups. 

Examples of the halogen atom represented by X 1 or X 2 include fluorine, chlorine, bromine and iodine atoms, with 
bromine and iodine atoms being preferred. 

As R 3 of the group -S0 3 R 3 represented by X 2 , examples of the alkyl groups include methyl, ethyl and propyl groups 
and that of the aryl groups include tolyl and phenyl groups. 

Examples of the halogenated metal represented by 2 include -ZnCI, -MgCI, -CuCI, -BCI 2 . -ZnBr, -MgBr, -CuBr and 
-BBr 2 groups. Examples of -BfOR 4 ^ group include -B(OH)2 and -BCCK^fe grotps. 

Examples of the tetrazolyl protective groups represented by A include t-butyl. triphenylmethyi, 2-tetrahydropyranyl. 
methoxymethyl and ethoxymethyl groups. 

The target compounds (7) of the present invention can be converted into pharmacologically acceptable base addi- 
tion salts thereof. Examples of the base salts include (a) salts with an alkali metal such as sodium or potassium, (b) 
salts with an alkaline earth metal such as calcium or magnesium, (c) ammonium salts, (d) salts with a nitrogen-contain- 
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ing organic base such as trimethylamine, triethylamine. tributytamine, pyridine, N,N-dimethylaniline, N-methylpiperid- 
ine, N-methylmorpholine, diethylamine, cydohexylamine, procaine, dibenzylamine, N-benzyl-0-phenethylamine. 1- 
ephenamine or N.N -dibenzylethylenediamine. Among them, potassium salts are preferred, with dipotassium salts 
being particularly preferred. 

5 The target compounds (7) of the present invention may be not only in unsofvated forms but also in hydrated or sol- 
vated forms. The compounds according to the present invention therefore embrace those in any crystalline forms and 
their hydrated and solvated products. 

Furthermore, the compounds (7) of the present invention include those containing an asymmetric carbon atom so 
that they can exist as optically active substances. These optically active substances and optically inactive substances 
10 are also embraced in the compounds of the present invention. 

The compounds (7) of the present invention also include those containing two or more asymmetric carbon atoms. 
They can exist as different stereoisomers (cis-form, trans-form). These stereoisomers and mixtures thereof are also 
included in the present invention. 

A more detailed description will next be made of each step of the production process according to the present 
75 invention. 

Step-1: 

The N-benzytthiadiazoline derivative (3) or add salt thereof is prepared by reacting the aminothiadiazole derivative 

20 represented by the formula (1 ) with the halogenotoluene derivative represented by the formula (2). The compound (3b) 
having a hydrogen atom as R 2 can be obtained by deacylation of the compound (3a) having as R 2 an acyl group. These 
N-benzyrthiadiazoline derivatives (3a), (3b) and acid salts thereof are novel compounds. 

Here, the examples of the acid salt of the N-benzytthiadiazoline derivative (3) include halogenated hydroacid salts, 
alkylsulfonates and arylsulfbnates. 

25 The above condensation reaction is preferably carried out in the presence of a base when the aminothiadiazole 
derivative (1) (ami no-protected derivative) having an acyl group as R 2 is employed and by this reaction, the compound 
(3a) in the free form can be obtained. When the amino-thiadiazole derivative (1) (amino-unprotected derivative) having 
a hydrogen atom as R 2 is employed, the reaction is preferably effected in the absence of a base and by this reaction, 
an acid salt of the compound (3b) can be obtained. Examples of the base usable in the former case include sodium 

so hydride, lithium hydride, potassium carbonate, sodium carbonate, sodium alcoholate, t-butoxy-potassium, sodium 
hydroxide, potassium hydroxide, triethylamine and diisopropylethylamine. Any solvent can be used here as long as it 
does not affect the reaction. Examples of the usable solvents include aprotic polar solvents such as N.N-dimethytforma- 
mide, dimethytsurfoxide and acetonitrile; ethers such as diethyl ether, tetrahydrofuran, dioxane, monoglyme and cOg- 
lyme; halogenated hydrocarbons such as methylene chloride, chloroform and carbon tetrachloride; alcohols such as 

35 methanol, ethand and propanoi; and water. They may be used as needed either singly or in combination. 

As a reaction accelerator, a phase transfer catalyst can be added. Examples of the phase transfer catalyst include 
quaternary ammonium salts such as tetramethylammonium chloride, tetraoctylammonium chloride and tetrabutylam- 
monium bromide; pyridinium salts such as N-neopentyt-^tN'.N'-dimethylaminoJpyridinium chloride and N-(2-ethy1- 
hexyl)-4-(N',N , -dimettTylamino)pyridinrum chloride; and quaternary phosphonium salts such as tetrabutylphosphonium 

40 bromide and tetraphenylphosphonium bromide. 

The reaction temperature is generally -30°C to 150°C, preferably 10°C to 100°C when an amino-protected deriva- 
tive is used as the compound (1), while it is 20°C to 200°C when amino-unprotected derivative is used. The reaction 
time is generally 1 0 min. to 24 hours, preferably 1 -10 hours when an amino-protected derivative is used, while it is 1 -50 
hours when an amino-unprotected derivative is used. 

45 Particularly preferred examples of the production process according to the present reaction include the process in 
which the compound (3a) is obtained by preparing a metal salt of the aminothiadiazole derivative (1) (amino-protected 
derivative) having as R 2 an acyl group in an aprotic polar solvent such as N.N-dimethyHbrmamide by using potassium 
carbonate as a base and then reacting the resulting metal salt with the halogenotoluene derivative (2) at a temperature 
of 0°C to room temperature; and the process in which an acid salt of the compound (3b) is obtained by reacting, in the 

so absence of a base, an aminothiadiazole derivative (1) (an amino-unprotected derivative) having as R 2 a hydrogen atom 
with a halogenotoluene derivative (2) at 50-1 00°C. 

The deacylation reaction of the compound (3a) can be effected under the ordinary hydrolysis conditions, for exam- 
ple, in an aqueous alkaline solution such as an aqueous sodium hydroxide solution, aqueous potassium hydroxide solu- 
tion or aqueous sodium carbonate solution or in an acidic solution such as hydrochloric acid or acetic acid at a 

55 temperature of room temperature to 100°C in a solvent miscible with water such as ethanol. methanol, tetrahydrofuran 
or N,N-dimethylformamide or in a solventless manner. 
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decompound (5a) or (5b) is prepared by reacting the N-benzytthiadiazoline derivative (3a) or (3b) which has 
been obtained by the step-1 or the step-1 and the subsequent deacylatjon reaction, with the compound (4). Here in the 
step-1. when the N-benzylthiadiazoline derivative (3) has been obtained in the form of an acid addition salt, it may be 
used as is for the above reaction or after converted into a free compound by using sodium hydroxide or the like 

As the above reaction, a cross-coupling reaction using a transfer metal catalyst is preferred. More specifically in 
the case where 2 in the formula (4) represents copper, lithium or a halogenated metal, it is preferred to conduct the 
reaction in the presence of a nickel complex, platinum complex or preferably palladium complex in an inert solvent such 
as benzene, toluene, ethyl ether, tetrahydrofuran, dioxane. acetonitrile or N,N-dimethylformamide. In the case where Z 
represents -^OR'fc. on the other hand, it is preferred to carry out the reaction in the presence a nickel complex plati- 
num complex or preferably palladium complex in a suitable solvent such as benzene, toluene, ethyl ether tetrahydro- 
furan. dioxane, acetonitrile. N.N-dimethyrformamide. ethanol. methanol, propanol. dimethoxyethane or water under the 
basic conditions which have been prepared by the addition of an un-nudeophilic tertiary amine such as triethylamine 
or diisopropylamine. an inorganic base such as potassium carbonate, sodium carbonate, cesium carbonate thallium 
carbonate, potassium hydroxide, sodium hydroxide or thallium hydroxide, or an alkoxide of such an alkali metal When 
aninorganic base insoluble in an organic solvent is employed, the use of it in the form of an aqueous solution is required 
and it is preferred to conduct the reaction in the presence of a phase transfer catalyst such as tetra-rHxitylammonium 
bromide or crown ether. 

Examples of the palladium complex usable in the present reaction include tetrakis(triphenylphosphine)palladium 
plex^ neaCet0ne)Pa " adiUm ' ^'^^^"^^^Pal'adium and divalent palladium phosphine com- 

K J =/«5^ mP !^ ° , l 5 ie . divalent palladium Pnosphine complex include bis(triphenylphosphine)palladium chloride. 
b^tnphenytphosphine)palladium bromide, bis(triphenylphosphine)palladium acetate. bis(trascpropylphosphHe)palla- 
1 ™ de '^ Wfet ^°P v| P h osphrte)panacium bromide, bis(triisopropylphosphrte)palladium acetate. [1.2-bis(diphe- 
nylphosph.no)ethanelpalladium chloride. [1.2-bis(diphenylphosphino)ethane]palladium bromide [12- 
bis(c5phen^phosphino)erhanelpalladium acetate. [1.3-bis(diphenytphosphino)propane]palladium chloride. [1.3- 
bis^olphenylphos^,no)propane]palladium bromide. [1.3-bis(diphenylphosphino)propane]palladium acetate. [1 4- 
bis^phenylphosphino)butaneJpalladium chloride. [1.4-bis(diphenylphsophino)butane]palladium bromide and [14- 
bis(olpnenylphosphino)butane]palladium acetate. 

• J? 8 8b ?? reaCfon 03,1 alsobe earned out by activating the catalyst in the reaction mixture. Described specifically 
tr^dtoenzylideneacetonejdipalladium is added to the reaction mixture to which triphenylphosphine has been added 
and the resulting activated triphenylphosphine palladium complex is employed as the catalyst It is also possible to carry 
out the activation of the catalyst by reacting a divalent palladium salt such as palladium chloride, palladium bromide or 
pal adium acetate with a triarylphosphine. generally triphenyfohosphine, in the presence of a reducing agent such as 
dialkylzinc. alkylanc halide. dialkytmagnesium, alkylmagnesium halide, trialkylaluminum. dialkylaluminum halide 
sodium borohydnde, hydrazine or arylboric acid, preferably diethylzinc. 

The present reaction is generally conducted at a temperature of room temperature to 150°C. preferably 60-1 00° C 
and the reaction tone generally ranges from 1 to 30 hours. 

^nckjentalty, the compound represented by the formula (4) used in the present reaction is prepared by the following 
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20 "wherein R 5 represents a lower alkyl group, and A, R 4 and 2 have the same meanings as defined above. 

Described specifically, the compound (4) can be obtained by reacting a phenyltetrazole (4A) with alkyl lithium, pref- 
erably n-butyl lithium, to obtain it in the form of an alkali metal salt (4B) and then, reacting the salt with a halogenated 
metal or trialkyl borate. 

By the reaction of the compound (3a) with the compound (4). the compound (5a) can be prepared and it can be 
25 converted into the compound (5b) by the elimination of the acyl group by deacylation. The deacylation can be carried 
out as in the deacylation of the above-described compound (3a). 

Step-3: 

30 The compound represented by the formula (5a) or an acid salt thereof is reacted with a 1 -cyclopentene-1 ,2-dicar- 
boxylic anhydride (6), whereby an N-biphenylmethylthiadiazoline derivative (7) is obtained. 

The above reaction can be effected in solvents such as a halogenated hydrocarbon, e.g., methylene chloride, chlo- 
roform, carbon tetrachloride or chlorobenzene, an aromatic hydrocarbon, e.g., benzene or toluene, an ether, e.g., tet- 
rahydrofuran or dioxane or an aprotic polar solvent, e.g., acetonitrile or N,N-dimethyHbrmamide at a temperature of 0°C 

35 to room temperature in the presence or absence of a base such as pyridine, picdine, N,N<Jimethylaniline, N-methyl- 
morpholine, dimethylamine. triethylamine, sodium carbonate or potassium carbonate at - 70°C to 100°C. 

When A represents a tetrazolyl protective group, it can be eliminated as needed in an optional stage during the dea- 
cylation of the compound (5a) or the step-3. It is preferred to conduct the deprotection reaction in a water-containing 
alcohol containing hydrochloric acid, acetic acid or the like, or an ether such as dioxane or tetrahydrofuran at room tem- 

40 perature for 1-10 hours. 

Step-a: 

The N-benzyffliiadiazoline derivative (3b) is reacted with 1-cyclcpertene-1.2<Jicarboxylic anhydride (6), whereby 
45 the compound (8) is obtained. Incidentally, the compound (8) is a novel compound. 

This reaction can be conducted under the conditions similar to those for the above-described step-3. 

Step-b: 

so The N-biphenylmethylthiadiazoline derivative (7) can be obtained by reacting the compound (8) with the compound 
(4) and then eliminating the tetrazolyl protective group as needed. 

This reaction can be conducted under the conditions similar to those for the above-described step-2. When the 
product contains a tetrazolyl protective group, the tetrazolyl protective group can be eliminated in a similar manner to 
the above. 

55 To obtain a salt of the N-biphenylmethylthiadiazoline derivative (7), for example, a potassium salt, it is only neces- 
sary to dissolve the compound (7) in a potassium hydroxide solution and then to precipitate its salt It is preferred that 
the potassium hydroxide solution used here is a solution obtained by dissolving at least an equivalent amount, relative 
to the compound (7), of potassium hydroxide in water, methanol, ethanol, n-propyl alcohol, isopropyl alcohol, acetone 
or the like. 
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The isolation of the so-obtained N-biphenyimethyfthiadiazoline derivative (7), salt thereof or an intermediate (3) for 
producing it can be conducted in a manner known pgr in the art such as recrystallization or chromatography. 

(Examples) 

The present invention will hereinafter be described more specifically by the examples and referential examples It 
should however be borne in mind that the present invention will not be limited to or by the following examples. 

Referential Example 1 

Synthesis of 2-amino-5-ethy1-i,3,4-thiadiazole 

To a mixture of thiosemicaibazide (1.0 kg) and propionic acid (0.9 kg) was added dropwise concentrated sulfuric 
acid (2.0 liter) on ice, followed by stirring at 100°C for 4 hours. After cooling, the reaction mixture was poured into ice 
water (10 Titer) and the resulting mixture was made alkaline with 28% aqueous ammonia. Powders so precipitated were 
collected by filtration, washed successively with water, acetone and diethyl ether and then dried, whereby 1 2 kq of the 
title compound was obtained. a 



1 H-NMR (DMSOdg): 
20 1.21(3H,t,J=8Hz), 2.80(2H,q,J=8Hz), 6.99(2H.br) 

Referential Example 2 

Synthesis of 5-^hyl-2-trrfluoroacetylamino-1,3,4-thiadiazole 



To a suspension of 2-amino-5-ethyl-1,3.4-thiadiazole (1.29 g) in toluene (24 ml) was added triethylamine (3 1 ml) 
at room temperature, followed by the dropwise addition of trrfluoroacetic anhydride (4.62 g) on ice. The resulting mixture 
was stirred art room temperature for one hour. Water and ethyl acetate were added to the reaction mixture to cause sep- 
aration and the organic layer was dried over anhydrous magnesium sulfate, followed by removal through distillation The 
crystals so obtained were dispersed in diisopropyl ether, collected by filtration and then dried, whereby 1 .21 g of the title 
compound was obtained. 1 y 



1 H-NMR (CDCI 3 ): 

1.44(3H.tJ=8Hz), 3.09(2H,q,J=8Hz) 
Referential Example 3 
Synthesis of 4-bromobenzyl bromide 



To a suspension of 4-bromotoluene (60 g) and N^romosuccinimide (69 g) in carbon tetrachloride (300 ml) was 
added 2 f 2'-azcbis(isobuty1onitrile) (0.1 g). The resulting mixture was heated under reflux for 2 hours. After the reaction 
mixture was cooled, succinimide so precipitated was removed by filtration, and the filtrate was washed with saturated 
aqueous sodium hydrogencaibonate. The organic layer was dried over anhydrous magnesium sulfate, followed by 
removal through distillation. The oily substance so obtained was crystallized from n-hexane, whereby 52 g of the title 
as compound was obtained. 

1 H-NMR(CDCl3):, 

4.43(2H.s), 7.26(2H.d,J=9Hz), 7.47(2H,d,J=9Hz) 
50 Referential Example 4 

Synthesis of 4-iodobenzyl bromide 



55 



^ ^ ^ supension 61 4 - |0d oto , uene (50 g) and N-bromosuccininimide (45 g) in carbon tetrachloride (200 ml) was 
added 2,2 -azobis(isobutylonrtrile) (0.1 g). followed by heating under reflux overnight After the reaction mixture was 
cooled, succinimide so precipitated was filtered off and the filtrate was washed with saturated aqueous solution of 
sodium hydrogencarbonate. The organic layer was then dried over anhydrous magnesium sulfate, followed by removal 
through distiltetion, and the oily substance so obtained was crystallized from n-hexane, whereby 43 g of the title com- 
pound was obtained. 
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1 H-NMR (CDOj): 

4.42(2H,s), 7.13(2H,d,J=9Hz). 7.67(2H,d,J=9Hz) 
Referential Example 5 

5 

Synthesis of 5-phenyl-1-triphenylmethyl-1H-tetrazole 

To a solution of 5-phenyl-1 H-tetrazole (21.9 g) and chlorotriphenylmethane (46 g) in methylene chloride (500 ml) 
was added triethylamine (16.7 g). The resulting mixture was stirred at room temperature for one hour. The reaction mix- 
io ture was washed successively with water, 10% aqueous citric acid solution and water and was then dried over anhy- 
drous magnesium sulfate, followed by removal through distillation. The residue so obtained was dispersed in acetone, 
collected by filtration and then dried, whereby 51 .8 g of the title compound was obtained. 

1 H-NMR(CDCI 3 ): 
15 . 7.l5-7.38(15H,m), 7.44-7.48(3 H.m), 8.13-8.16(2H,m) 

Referential Example 6 

Synthesis of 2-(1 , -triphenylmethyl-VH-tetrazol-5'-yl)phenyiboric acid 

To a solution of 5-phenyM H-tetrazole (5.8 g) in tetrahydrofuran (45 ml) was added n-butyl lithium (1.6M hexane 
solution, 9.8 ml)) keeping the temperature below -20°C under a nitrogen atmosphere, followed by stirring at -5°C for one 
hour. After the addition of triisopropyl borate (6 ml) keeping the temperature below -20°C. the temperature was allowed 
to rise back to room temperature and the solvent was removed by distillation. To the residue so obtained, 3% aqueous 
acetic acid solution (40 ml) was added, followed by the reaction at room temperature for one hour. The powder so pre- 
cipitated was collected by filtration and dried, whereby 7.0 g of the title compound was obtained. 

1 H-NMR (CDCI 3 ): 

1.83-1.87(4H,m). 3.72-3. 77(4H,m). 7.1 5-7.53(1 7H.m), 8.1 4-8.25(2 H.m). 
Referential Example 7 

Synthesis of 2-(1 -tert-butyl-VH-tetrazol-S'-yOphenylboric acid 

To a solution of 5-(2-bromophenyl)-1 -tert-butyl-1 H-tetrazole (5.6 g) in tetrahydrofuran (60 ml) was added n-butyl 
lithium (1 .6M hexane solution) (1 5 ml) at 0-5°C. The resulting mixture was stirred at the same temperature for one hour. 
To the reaction mixture, triisopropyl borate (9.2 ml) was added, and the reaction mixture was stirred at room tempera- 
ture for one hour. To the reaction mixture, 2N hydrochloric acid (50 ml) was added, and the reaction mixture was stirred 
for 30 minutes. Diethyl ether (1 00 ml) was added to cause separation, and the organic layer was dried over anhydrous 
magnesium sulfate, followed by removal through distillation. The oily substance so obtained was separated by column 
chromatography on silica gel, followed by crystallization from water, whereby 3. 1 g of the title compound was obtained. 

1 H-NMR (DMSO-d 6 ): 

1.83(9H,s), 7.48-7.60(2H,m), 7.96(2H,br), 8.19-8.28(2H,m). 
Referential Example 8 

Synthesis of 2-(VH-tetrazol-5 , -yl)phenyIboric acid 

To a solution of 5-phenyM H-tetrazole (43.8 g) in tetrahydrofuran (750 ml) was added n-butyl lithium (1.6M hexane 
solution) (450 ml) keeping the temperature below 10°C. The resulting mixture was stirred at 5°C for two hours. To the 
reaction mixture, triisopropyl borate (1 50 ml) was added, and the reaction mixture was stirred at room terrperature over- 
night. After 2N hydrochloric acid (500 ml) was added to the reaction mixture, they were stirred for 30 minutes to cause 
separation. The aqueous layer was extracted further with diethyl ether (500 ml). The organic layers were combined, fol- 
lowed by extraction three times with 1 N potassium hydroxide (300 ml). The aqueous layers were made acidic with 12N 
hydrochloric acid and then allowed to stand overnight. The crystals so precipitated were collected by filtration and dried, 
whereby 51 .2 g of the title compound was obtained. 

1 H-NMR(DMSO<J 6 ): 
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7.49-7.54{2H ( m). 7.56-7.64(1 H.m). 7.65-7.73(1 H.m) 

Exanple 1 

Synthesis of 5^thyl-2-trifluorcacetylinTino-3-(4-bromobenzyI)-1 ,3.4-thiadiazoline 

To a suspension of sodium hydride (4.4 g) in N.N-dimethytformarrride (100 ml) was added 5-ethyl-2-trifluoro- 
acet^arrano-1 .S^ttadiazole (24 g) in three portions on ice. After stirring at the same temperature lor M 512? to 
the resulting mixture was added 4-bromoberi2yl bromide (25 g). followed by stirring at room temperature for one hour 
To the reaction mixture, ethyl acetate (500 ml) was added. The resulting mixture was washed successively with 10% 
aqueous citric acid solution and water and was dried over anhydrous magnesium sulfate, followed by removal through 

JUSST 1 T !f f? WaS (fepersed n a 2:3 so^ent of diisopropyl ether and n-hexane. collected 

by f Btraton and then dried, whereby 24.8 g of the title compound was obtained. 

is Melting point: 82-83°C 
1 H-NMR(CDa 3 )8: 

1.36(3H.t.J=8Hz). 2.92(2H.q,J=8Hz). S.48(2H.s). 7.35(2H,d,J=8Hz), 7.49(2H,d,J=8Hz). 
Example 2 

Synthesis of 5-ethyl-2-trifluoroacetylimino-3-^ 

(1) To a suspension of sodium hydride (0.44 g) in N.N^imethyHbrmamide (10 ml) was added S-ethyl-2-trifluoro- 
acetylarr. I no-^3,4-th 1 ad.azole (2.25 g) in three portions on ice. After the resulting mixture was stirred at the same 
.«mperature for 30 mmutes. to the mixture was added 4-iodobenzyl bromide (2.97 g). and the mixture was stirred 
at room temperature for two hours. To the reaction mixture, ethyl acetate (50 ml) was added. The resulting mixture 
was washed successively with 10% aqueous citric acid solution and water and dried over anhydrous magnesium 

y ^ em ^ Va ' thr ° U9h distil,ation - The residue so obtained was crystallized from n-hexane. col- 
lected by filtration and then dried, whereby 2.2 g of the title compound was obtained. 

Melting point: 92-93°C 
'H-NMR (CDCy: 

1.36(3H.t.J=7Hz). 2.91(2H.q,J=7Hz), 5.46(2H.s). 7.22(2H,d,J=8Hz). 7.70(2H,d.J=8Hz). 

n °* ^^;2-Wluoroacetylamino-1.3.4-thiadia Z ole (22.5 g) and 4-iodobenzyl bromide (32.7 g) in 
tnr.lTS T "T m °. W3S added potassium carbonate (13.8 g). followed by stirring at room tempera- 

^J^™ ™ m,Xture - acetate (500 ml > was ^ed- "^e resulting mixture was washed three 

I^IT^JZ^ °T C 3 Sl SOlUt0n ' fol,0wed by * yinfl wer anhydrous magnesium sulfate. The solvent 
waslhen distiHed off. The oily substance so obtained was separated by column chromatography on silica gel. The 
offals so obtained were dispersed in n-hexane. collected by filtration and then dried, whereby 33.9 g of the title 
compouno was obtained. 

Example 3 

Synthesis of 5^thyl-2-imino-3-(4-iodobenzyl)-1 ,3,4-thiadiazoOne hydrcbromide 

^^S?,^^" 0 ^ e%|-1.3.4-thiadiazole (42.6 g) and 4-fodobenzyl bromide (89.1 g) in ethanol (500 mf) 

leJeS^l^ h ^^' T the reaCtion nMure was «***■ *e crystals so precipitated were col- 
lected by filtration and then dried, whereby 83 g of the title compound was obtained. 

Melting point: 257-259°C 
1 H-NMR (DMSO-de): 

1.21(3H.U=8Hz). 2.89(2H.q.J = 8Hz). 5.38(2H.s). 7.17(2H.d.J=8Hz). 7.78(2H.d.J=8Hz). 

wl^'iST^ 2 ^^^ 1 - 3 - 4 *«diazole (645 mg) and 4-iodobenzyl bromide (1.49 g) in methanol (5 ml) 
^Tf^ for 2 nours ^er the reaction mixture was cooled, the crystals so precipitated were col- 

lected by filtration and then dried, whereby 1.1 2 got the title compound was obtained 

n^^SSSS^T 1 10 "I** 8 add ^ 2 " amin o-5^thyl-1.3.4-thiadiazole (645 mg) and 4-iodobenzyl bromide 
(1 .49 g). followed by heating under reflux for 2 hours. After the reaction mixture was cooled, the crystals so precip- 
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itated were collected by filtration and dried, whereby 1 .33 g of the title compound was obtained. 
(4) To acetone (10 ml) was added 2-amino-5-ethyl-1,3,4-thiadiazole (645 mg) and 4-iodobenzyl bromide (1.49 g), 
followed by heating under reflux for 3 hours. After the reaction mixture was cooled, the crystals so precipitated were 
collected by filtration and dried, whereby 1 .09 g of the title compound was obtained. 
s (5) To acetonitrile (10 ml) was added 2-amino-5-ethyl-1,3,4-thiadiazole (645 mg) and 4-iodobenzyl bromide (1.49 
g), followed by heating under reflux for 20 hours. After the reaction mixture was cooled, the crystals so precipitated 
were collected by filtration and dried, whereby 1 .52 g of the title compound was obtained. 

Example 4 

10 

Synthesis of 5-ethyl-2-imino-3-(4-iodobenzyl)-1,3,4-thiadiazoline 

To a solution of 5-ethyl-3-(4-ioctobenzyl)-2-trffluoroac^^ (44.1 g) in tetrahydrofuran (300 

ml) was added 2N sodium hydroxide (100 ml), followed by stirring at room temperature overnight. Water (300 ml) was 
is added to the reaction mixture, followed by extraction with chloroform (250 ml) twice. The organic layers were washed 
with a saturated aqueous socfium hydrogencarbonate and were dried over anhydrous magnesium sulfate, followed by 
removal through distillation. The oily substance so obtained was crystallized from diisopropyl ether, whereby 32.3 g of 
the title compound was obtained. 

20 Melting point: 102-104°C 
1 H-NMR(CDCI 3 ): 

1.21(3H,t,J=7Hz), 2.60(2H,q,J=7Hz). 4.98(2H,s), 7.11(2H,d,J=8Hz), 7.66(2H,d,J=8Hz). 
Example 5 

25 

Synthesis of 5-ethyl-2Hmino-3-(4-ibdobenzyl)-1,3,4-thiadiazoline 

In chloroform (50 ml), 5-ethyl-2-imino-3-(4-iodob»izyl)-1.3,4-thiadiazoline hydrobromide (2.89 g) was suspended. 
To the resulting suspension was added 0.5N sodium hydroxide (25 ml), and they were stirred for 30 minutes. After sep- 
30 aration, the organic layer was dried over anhydrous magnesium sulfate. The oily substance so obtained was crystallized 
from diisopropyl ether, whereby 1 .85 g of the title compound was obtained. 

The resulting compound was similar to the compound obtained in Example 4. 

Example 6 

35 

Synthesis of 5-ethyl-2-trif luoroacety1imino-3-[2'-(1 -triphenytmethyl-1 H-tetrazol-5-yl)biphenyl-4-yl]methyl-1 ,3,4-thiadia- 
zoline 

(1) To a mixed solvent of toluene (7 ml) and water (2 ml) was added 2-(1'-triph«iylmethyl-rH-tetrazol-5 , -yl)phenyl- 
40 bo»c acid - tetrahydrofuran complex (900 mg), 5-ethyl-3-(4-bromobenzy!)-2-trifluoroacetylimino-1 ,3,4-thiadiazoline 

(870 mg) and sodium carbonate (424 mg). To the resulting solution, tetrakis(tripheny1phosphine)palladium (70 mg) 
was added, followed by heating under reflux for 6 hours. Ethyl acetate (20 ml) and water (20 ml) were added to the 
reaction mixture to cause separation and the organic layer was dried over anhydrous magnesium sulfate, followed 
by the removal through distillation. The residue so obtained was separated by column chromatography on silica gel, 
45 whereby 70 mg of the title compound was obtained. 

Melting point: 1 67-1 70°C 
1 H-NMR(CDCI 3 ): 

1.30(3H,t,J=7Hz), 2.84(2H,q,J=7Hz), 5.41 (2H,s), 6.88-7.36(20H,m), 7.45-7.50(2H,m), 7.93-7.97(1 H,m). 

50 

(2) To a solution of 5-phenyM -triphenyl methyl- IH-tetrazole (1 .2 g) in tetrahydrofuran (10 ml) was added dropwise 
n-butyl lithium (1.6M hexane solution. 2.5 ml) keeping the temperature below -20°C. followed by stirring at -5°C for 
one hour. After zinc chloride (1 .0M diethyl ether solution, 3.5 ml) was added dropwise to the reaction mixture keep- 
ing the temperature below -30°C. they were stirred at room temperature for 2 hours. To the reaction mixture were 

55 added 3-(4-bromobenzy0-5-ethyl-2-trifluoroacetylimino-1.3.4-m (1.0 g) and tetrakis(triphenylphos- 

phine)palladium (50 mg) were added, followed by heating under reflux overnight. After ethyl acetate (50 ml) was 
added to the reaction mixture, the resulting mixture was washed with 10% aqueous citric acid solution and was 
dried over anhydrous magnesium sulfate, followed by removal through distillation. The residue so obtained was 
separated by column chromatography on silica gel, whereby 205 mg of the title compound was obtained. 
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(3) To a solution of 5-phenyl-1-triphenylmethyl-1H-tetiazole (2.3 g) in tetrahydrofuran (20 ml) was added dropwise 
n-butyl lithium (16 M hexane solution, 4.0 ml) keeping the temperature below -20°C, followed by stirring at -5°C for 
one hour. Zinc chloride (1 0M diethyl ether solution. 7.0 ml) was added dropwise keeping the terrperature below - 
30°C. followed by stirring at room temperature for two hours. To the reaction mixture, 3-(4-iodobenzyl)-5-ethy!-2-tri- 
fluoroacetylimino-1,3,4-thiadia2oline (1.4 g) and tetrakis(triphenytphosphine)palIadiLim (100 mg) were added fol- 
lowed by heating under reflux overnight. After ethyl acetate (50 ml) was added to the reaction mixture, the resulting 
mixture was washed with 10% aqueous citric add solution and dried over anhydrous magnesium sulfate, followed 
by removal through distillation. The residue so obtained was separated by column chromatography on silica gel 
whereby 830 mg of the title compound was obtained. 

(4) To a solution of 5-phenyM -triphenylmethyM H-tetrazole (1 .0 g) in tetrahydrofuran (1 0 ml) was added n-butyl lith- 
ium (1 .6 M hexane solution. 2.0 ml) on ice, followed by stirring at the same temperature for one hour. Magnesium 
bromide (0.5M tetrahydrofuran solution. 6.0 ml) was added to the resulting solution, followed by stirring at room 
temperature for 30 minutes. To the reaction mixture were added 3-(4ncxdobenzyl)-5-emyl-2-trffluoroacetylimino- 
1.3.4-thiadiazoline (880 mg) and tetrakis(triphenylphosphine)palladium (120 mg), followed by heating under reflux 
for 2 hours. Ethyl acetate (50 ml) was added to the reaction mixture, and the resulting mixture was washed with 
10% aqueous citric acid solution and dried over anhydrous magnesium sulfate, followed by removal through distil- 
lation. The residue so obtained was separated by column chromatography on silica gel. whereby 120 mg of the title 
compound was obtained. 

Example 7 



Synthesis of 3-[2H1-tert-butyMH-^^ 

To a solution of 5-phenyl-1 -tert-butyM H-tetrazole (1 .0 g) in tetrahydrofuran (20 m!) was added dropwise n-butyl lith- 
ium (1 .6*A hexane solution, 3.5 ml) keeping the temperature below -20°C, followed by stirring at -5°C for one hour Zinc 
chloride (1 .0M diethyl ether solution. 6.0 ml) was added dropwise to the reaction mixture keeping the temperature below 
-30°C. followed by stirring at room temperature for 2 hours. To the resulting mixture were added 5-ethyl-3-(4-iodoben- 
zy0-2-trifluoroacery1imino-1.3.4-thiadiazoline (1.2 g) and tetraWs(triphenylphosphine)palladium (100 mg). and thee 
were heated under reflux overnight. Ethyl acetate (100 ml) was added to the reaction mixture, and the resulting mixture 
was washed with 10% aqueous citric acid solution and dried over anhydrous magnesium sulfate, followed by removal 
through distillation. The residue so obtained was separated by column chromatography on silica gel. whereby 830 mg 
of the title compound was obtained in the oily form. 

1 H-NMR(CDCI 3 ): 

1.38(3H,t.J=7Hz), 1.49(9H,s), 2.93(2H.q.J=7Hz). 5.53(2H.s). 7.17(2H.d,J=8Hz), 7.38(2H,d.J=8Hz), 7.32- 
7.55(3H.m), 7.90-7.93(1 H.m). 

Example 8 

Synthesis of 5-ethyl-2Hmino-3-[2X1^ hydrochloride 

To a solution of 5-ethyl-2-trifluoroacetylimino-3-[2 f -(1 -triphenylmethyM 3 4 - 

thiadiazohne (700 mg) in 1,4-dioxane (10 ml) was added 12N hydrochloric acid (2ml). and they were stirred at room 
temperature for 1 8 hours. The solvent was distilled off from the reaction mixture. The residue so obtained was dispersed 
in water , collected by filtration and then dried, whereby 250 mg of the title compound was obtained. 

Melting point: 205-206°C 
1 H-NM R (DMSO-dg) : 

1.22(3H.tJ=8Hz), 2.89(2H,q,J=8Hz), 5.43(2H,s). 7.14(2H,dJ=8Hz), 7.28(2H.d t J=8Hz), 7.53-7.73(4H.m) 
Example 9 



Synthesis of 5-ethyl-2Hmino-3-[2^ hydrochloride 

To a mixed solvent of toluene (4 ml) and water (1 ml) were added 2-(r-triphenylmethyl-1 , H-tetrazol-5 , -y0phenyl- 
boncacid - tetrahydrofuran complex (650 mg), 5^tr^-2Hmino-3-(4-iodobenzyl)-1 ,3,4-thiazoline (345 mg) and sodium 
carbonate (230 mg). To the resulting solution was added bis(tripheny(phosphine)palladium chloride (35 mg). and they 
were heated under reflux for 6 hours. Chloroform (100 ml) was added to the reaction mixture to cause separation, and 
the organic layer was dried over anhydrous magnesium sulfate, followed by removal through distillation/whereby a 
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crude product of 5-ethyl-2-imino-3-[2 f -(1-fripte^ was 
obtained. 

1 H-NMR (CDCI3): 

5 1.19(3H,t,J=7Hz). 2.57(2H,q,J=7Hz), 4.96(2H,s), 6.89-6.93(6H,m), 7.08-7.51 (16H.m), 7.90-7.92(1 H,m). 

The crude product was dissolved in 1 , 4-dioxane (1 0 ml). To the resulting solution was added 1 2N hydrochloric acid 
(2 ml), followed by stirring at room temperature overnight. The solvent was distilled off. To the residue were added ethyl 
acetate (50 ml) and 1N sodium hydroxide (50 ml) to cause separation. The aqueous layer was made acidic with 12N 
10 hydrochloric acid. Powders so precipitated were collected by filtration and dried, whereby 40 mg of the title compound 
was obtained. 

The compound so obtained was similar to the compound obtained in Example 8. 
Example 10 

15 

Synthesis of 5-ethyl-2-imino-3-[2'-(1 H-tetrazol-5-yl)biphenyl-4-yl]methyl-1 ,3,4-thiadiazoline 

(1) To methanol (100 ml) were added 5-ethyl-2-imino-3-(4-iodoben2yl)-1 ,3,4-thiadiazoline (6.9 g), 2-(1 *H-tetrazole- 
5'-yl)phenylboric acid (5.7 g) and bis(triphenylphosphine)palladium chloride (0.7 g). To the resulting mixture was 
added 2N sodium hydroxide (30 ml), and they were heated under reflux for 90 minutes. Ethyl acetate (200 ml) and 
2N sodium hydroxide (200 ml) were added to the reaction mixture to cause separation. The aqueous layer was neu- 
tralized with 12N hydrochloric acid and powders so precipitated were collected by filtration. The powders were 
washed successively with water, ethanol and diethyl ether and then dried, whereby 6.1 g of the title corrpound was 
obtained. 

Melting point: 148-149°C 
1 H-NMR(DMSO-d6): 

1.15(3H,t.J=7Hz), 2.70(2H.q,J=7Hz), 5.10(2H,s), 7.09(2 H.d,J=8Hz), 7.18(2H,d.J=8Hz). 7.44-7.63(4H,m). 

(2) To methanol (10 ml) were added 5-ethyl-2-imino-3-(4-iodobenzyl)-1,3,4-thiadiazoline (690 mg), 2-(1H'-tetrazol- 
5'-yl)phenylboric acid (570 mg), palladium acetate (23 mg) and triphenylphosphine (53 mg). To the resulting mix- 
ture was added 2N sodium hdyroxide (3 ml), and they were heated under reflux for 90 minutes. To the reaction mix- 
ture, ethyl acetate (20 ml) and 2N sodium hydroxide (20 ml) were added to cause separation. The aqueous layer 
was neutralized with 12N hydrochloric acid. Powders so precipitated were collected by filtration. The powders were 
washed successively with water, ethanol and diethyl ether and then dried, whereby 490 mg of the title compound 
was obtained. 

(3) To methanol (10 ml) were added 5-ethyl-2-imino-3-(4-iodobenzyl)-1,3,4-thiadiazoline (690 mg), 2-(1'H-tetrazol- 
5'-yl)phenylboric acid (570 mg), palladium chloride (18 mg) and triphenylphosphine (53 mg). To the resulting mix- 
ture was added 2N sodium hydroxide (3 ml) and they were stirred under reflux for 3 hours. To the reaction mixture, 
ethyl acetate (20 ml) and 2N sodium hydroxide (20 ml) were added to cause separation. The aqueous layer was 
neutralized with 12N hydrochloric acid and the powders so precipitated were collected by filtration. The powders 
were washed successively with water, ethanol and diethyl ether and then dried, whereby 610 mg of the title com- 
pound was obtained. 

(4) To methanol (10 ml), 5-ethyl-2-imino-3-(4-iodobenzyl)-1,3.4-thiadiazoline (690 mg). 2-(1 , H-tetrazol-5 , -yl)phenyl- 
boric acid (570 mg) and tetraWs(triphenyIphosphine)pal!adium (115 mg). To the resulting mixture was added 2N 
sodium hydroxide (3 ml) and they were heated under reflux for 5 hours. To the reaction mixture were added ethyl 
acetate (20 ml) and 2N sodium hydroxide (20 ml) to cause separation. The aqueous layer was neutralized with 1 2N 
hydrochloric acid, and the powders so precipitated were collected by f iltration. The powders were washed succes- 
sively with water, ethanol and diethyl ether and then dried, whereby 670 mg of the title compound was obtained. 

Example 11 

Synthesis of 5-ethyl-2-imino-3-[2'-(1 H-tetrazol-5-yl)bipheny»-4-yl]methyl-1.3.4-thiMliazoline 

(1) To methanol (10 ml) were added 5-ethyl-2-imino-3-(4-iodobenzyl)-1 ,3.4-thiadiazoline hydrobromic acid salt (850 
mg), 2-(1*H-tetrazol-5'-yl)phenylboric acid (570 mg) and bis(triphenylphosphine)palladium chloride (70 mg) were 
added. To the resulting mixture was added 3N sodium hydroxide (3 ml), and they were heated under reflux for 2 
hours. To the reaction mixture, ethyl acetate (20 ml) and 2N sodium hydroxide (20 ml) were added to cause sepa- 
ration. The aqueous layer was neutralized with 12N hydrochloric acid, and powders so precipitated were collected 
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by filtration. The powders were washed successively with water, ethanol and diethyl ether and then dried whereby 
730 mg of the title compound was obtained. 

The compound so obtained was the same as that obtained in Example 10. 

(2) To methanol (750 ml) were added 5-ethyl-2-imino-3K4-iodobenzyO-1.3.4-thiadia2oline hydrobromide (63 9 g) 
2-(1TH-tetrazol-5 , -yl)phenyfboric acid (42.8 g). palladium chloride (0.8 g) and triphenylphosphine (2.4 g) To the 
resulting mixture was added 3N sodium hydroxide (225 ml), and they were heated under reflux for 24 hours. To the 
reaction mixture were added ethyl acetate (2 liter) and 2N sodium hydroxide (1.5 liter) were added to cause sepa- 
ration. The aqueous layer was neutralized with 12N hydrochloric acid, and the powders so precipitated were col- 
lected by filtration. The powders were washed successively with water, ethanol and diethyl ether and then dried 
whereby 48 g of the title compound was obtained. 

(3) To methanol (10 ml) were added 5-ethyl-2-irnino-3-(4-iodobenzyl)-i ,3,4-thiadiazoline hydrobromic acid salt (852 
mg). 2-(1'H-tetrazol-5--yl)phenylboric acid (570 mg) and tetraWs(1riphenylphosphine)palladium (116 mg) To the 
resulting mixture was added 3N sodium hydroxide (3 ml), and they were heated under reflux for two hours. To the 
reaction mixture were added ethyl acetate (20 ml) and 2N sodium hydroxide (20 ml) to cause separation The aque- 
ous layer was neutralized with 12N hydrochloric acid, and powders so precipitated were collected by filtration The 
powders were washed successively with water, ethanol and diethyl ether and then dried, whereby 570 mg of the 
title compound was obtained. 

(4) To methanol (10 ml) were added 5-ethyl-2-imino-3-(4-iodobenzyl)-1.3.4-thiadiazofine hydrobromide (850 mg) 
2-( W-tetrazol-5--yl)phenylboric acid (570 mg). triphenylphosphine (60 mg) and 10% palladium carbon (100 mg)' 
To the resulting mixture was added 3N sodium hydroxide (3 ml), and they were heated under reflux for 17 houis 
under a nitrogen atmosphere. Rom the reaction mixture. 10% palladium carbon was removed by filtration and to 
the filtrate were added 0.5N sodium hydroxide (10 ml) and ethyl acetate (10 ml) to cause separation. The aqueous 
layer was neutralized with 1 2N hydrochloric acid, and the powders so precipitated were collected by filtration The 
powders were washed successively with water, ethanol and diethyl ether and then dried, whereby 70 mg of the title 

25 compound wps obtained. a 

Exarrple 12 

Synthesis of 2-{[5-ethyl-3-(4-iodc>benzyQ-1.3.4^ acid 

30 

To a solution of 5-ethyl-2-imino-3-(4-iodobenzyf)-1.3,4-thiadiazoline (17.3 g) in chloroform (200 ml) was added 1- 
cydopentene-1 ,2-dicaiboxylic anhydride (7.5 g), and they were stirred at room temperature for one hour. The reaction 
mixture was washed wrth 1N hydrochloric acid and dried over anhydrous magnesium sulfate, followed by removal 
« r°!L S d,stllaton J - 106 residue 80 obtained was dispersed in diethyl ether and collected by filtration, whereby 23.8 g of 
35 the title compound was obtained. " 

Melting point: 188-190'C 
1 H-NMR (DMSO-dg): 

zSdJSS)' 182 - 194(2H ' m) ' 2-93(2H.q.J=7Hz). 2.96-3.10(4H.m). 5.45(2H,s). 7.17(2H.d.J=8Hz). 
Example 13 

Synthesis of 2-[[5-ethyl-3-{2--(l H-tetrazol-5-yObiphenyM-ynme^ 
45 cydopentenecarboxylic acid 

!f'f 0 !L 0f S^M-S-imino-S-IPMI H-tetrazol-5-y0biphenyl-4-yfJmethy0-1 .3.4-thiadiazoline hydrochloride (200 
mg) m N.N-dimethyformamide (3 ml) was added 1<:ydopentene-1.2^icaiboxylic anhydride (100 mg). and they were 
*> wJfJSl^ LTT £ 3 T ° thS reaCtion mixture ™* s a <*ed water (20 ml), and powders so precipitated 
* !1 1 ^ y Hrab0n - 6 P owders were washed successively with water, ethanol and diethyl ether and then 
dned. whereby 160 mg of the title compound was obtained. 

Melting point: 234-235°C 
'H-NMR (DMSOds): 

55 ^^.T 1 ^^ 1 271 - 2aS(4Hm )- "*W*WH* 5.50(2H.S). 7.09(2H.d. J= 8Hz>. 
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Example 14 

Synthesis of 2-[[5-ethy1-3-[2'-(1 H-tetrazol-5-yl)biphenyl-4-yl]methyl-1 ,3,4-thiadiazolin-2-yliden]aminocartx)nyl]-1 - 
cyclopentenecarboxylic acid 

5 

To a solution of 5-ethyl-2-imino-3-[[2H1H-tetrazo^^ (3.63 g) in N.N- 

dimethytformamide (30 ml) was added 1<yclopentene-1,2-dicarboxylic anhydride (1.44 g). and they were stirred at 
room temperature for 6 hours. To the reaction mixture was added water (200 ml), and powders so precipitated were col- 
lected by filtration. The powders so obtained were washed successively with water and methanol and then dried, 
10 whereby 4.53 g of the title compound was obtained. 

The compound so obtained was the same as the compound obtained in Example 13. 

Example 15 

15 Synthesis of 2-[[5-ethyl-3-[2'-(1 H-tetrazol-5-yl)biphenyl-4-yl]methyl-1 ,3.4-thiadiazolin-2-yliden]aminocarbonyl]-1 -cylo- 
pentenecarboxy lie acid 

(1) To a mixed solvent of toluene (8 ml) and water (2 ml) were added 2-[[5-ethyl-3-(4-iodobenzyl)-1 ,3.4-thiadiazolin- 
2-yliden]amino<^itx)nyO-lK;yclopertene-carboxylic acid (483 mg), 2-(1 , -triphenylmethyl-1 , H-tetrazol-5 , -yl)phenyl- 

20 boric acid - tetrahydrofuran complex (648 mg) and sodium carbonate (230 mg). To the resulting mixture were added 
bis(triphenylphosphine)palladium chloride (35 mg), and they were heated under reflux for 90 minutes. Chloroform 
(100 ml) was added to the reaction mixture to cause separation, and the organic layer was dried over anhydrous 
magnesium sulfate, followed by removal through distillation, whereby a crude product of 2-H5-ethyl-3-[2'-(1-triphe- 
nylmethyl-1 H-tetra20l-5-y»)biphenyl-4-yTJmethyl-1 ,3,4-thiadiazolin-2-yliden]aminocarbonyl].1 -cyclopentenecarbox- 

25 ylic acid was obtained. ' 

1 H-NMR(CDCI 3 ): 

1.33(3H,t.J=7Hz). 1.83-1.89(2H,m), 2.86(2H.q.J=T7Hz), 2.96-3.1 1(4H,m), 5.43(2H,s). 6.88-6.92(6H,m). 7.12- 
7.38(14H,m), 7.42-7.53(2H f m), 7.91 -794(1 H.m). 

30 

The crude product so obtained was dissolved in 1 ,4-dioxane (10 ml). To the resulting solution was added 1 2N 
hydrochloric acid (2 ml), and they were stirred at room temperature overnight. The solvent was distilled off and to 
the residue were added ethyl acetate (20 ml) and 1 N sodium hydroxide (20 ml) to cause separation. The aqueous 
35 layer was made acidic with 12N hydrochloric acid. The powders so precipitated were collected by filtration and 
dried, whereby 360 mg of the title compound was obtained. 

The compound so obtained was same as the compound obtained in Example 13. 

(2) To a mixed solvent of methanol (5 ml) and 2N sodium hydroxide (1 ml) were added 2-[[5-ethy1-3-(4-iodobenzyf)- 
l.3,4-thiadiazolin-2-yliden]aminocaito^ acid (483 mg) and 2-(r-tert-butyl-VH-tetra- 

40 zol-5'-yl)phenylboric acid (370 mg). To the resulting mixture was added bis(triphenylphosphine)palladium chloride 
(35 mg), and they were heated under reflux for 90 minutes. Chloroform (100 ml) was added to the reaction mixture 
to cause separation and the organic layer was dried over anhydrous magnesium sulfate, followed by removal 
through distillation. The residue so obtained was separated by column chromatography on silica gel, whereby 690 
mg of 2-[I5-ethyl-3-[2 f -(1 -tert-butyl-1H-tetrazol-5-^ 

45 nyl]-1 -cylcpentenecarboxylic acid was obtained as an oil. 

1 H-NMR(CDCI 3 ): 

1.40(3H,t,J=8Hz) i 1.50(9H,s), 1.85-1. 91 (2H,m), 2.94(2H,q,J=8Hz), 2.90-3.15(4H,m), 5.52(2H,s), 
7.17(2H,d.J=8Hz), 7.35(2H,d.J=8Hz), 739-7. 53(3 H.m). 7.90-793(1 H.m). 

so 

The oily product so obtained was dissolved in 1 ,4-dioxane (5 ml). To the resulting solution was added 12N 
hydrochloric acid (5 ml), and they were heated under reflux overnight. To the reaction mixture were added ethyl 
acetate (30 ml) and 1 N sodium hydroxide (20 ml) to cause separation. The aqueous layer was made acidic with 
55 12N hydrochloric acid. The powders so precipitated were collected by filtration and then dried, whereby 70 mg of 
the title compound was obtained. 

(3) To a mixed solvent of methanol (5 ml) and 2N sodium hydroxide (2 ml) were added 2-ff5-ethyl-3-(4-iodobenzy0- 
1,3,4-thiadiazolin-2-yliden]amino<^rbonyQ-1-cylopentene-c^rboxylic acid (483 mg) and 2-(1 'H-tetrazol-5 -yl)phe- 
nyl-boric acid (285 mg). To the resulting mixture was added bis(triphenylphosphine)palladium chloride (35 mg), and 
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they were heated under reflux for 6.5 hours. To the reaction mixture were added ethyl acetate (50 ml) and 2N 
sodium hydroxide (to ml) to cause separation. The aqueous layer was made acidic with 12N hydrochloric acid 
Powders so precipitated were collected by filtration and then dried, whereby 380 mg of the title compound were 
obtained. 

Exarrple 16 

Synthesis of 2-[[5-ethyl-3-[2'-(l H-tetrazol-5-y0biphenyl^.yI]methyl-1 ,3,4-thiadiazolin-2.yliden]aminocafbonyn.1- 
cydopentenecarlDoxylic acid dipotassium salt 



10 



To 2-[[5-ethyl-3-[2'-(l H-tetrazol-5-yl)biphenyl-4-yl]methyl-l ,3.4-thiadiazolin-2-yliden]aminocartx)ny0-1 -cyclopen- 
tenecarboxylic acid (10 g) were added 0.1 N potassium hydroxide in ethanol solution (400 ml) and ethanol (600 ml) to 
dissolve the former in the latter. The resulting solution was concentrated to about 200 ml in total. The crystals so pre- 
cipitated were collected by filtration, washed with ethanol and then dried, whereby 11 g of the title compound was 
15 obtained. 

Melting point: 300°C or higher 
IR(KBr)cm" 1 : 1642 (-COOK), 1570 (=N-CO-) 
1 H-NMR(D 2 0): 

20 1.23(3H.t,J=8Hz). 1.95-2.00(2H,m). 2.66-2.86(6H,m). 5.49(2H,s), 7.04(2H,d,J=8Hz), 7.31(2H d J=8Hz) 7 37- 

7.39(1 H,m),7.51-7.62(3H,m). 

Example 17 

25 Synthesis of 2-Q5-ethyM-[2'-(1 H-tetrazol-5-yl)biphenyl^-yl]methyl-1 ,3.4-thiadiazoIin-2-yliden]aminocarbonyn-1- 
cyaopentenecarfooxylic acid monopotassium salt 

To 2-[[5-ethyl-3-[2'-(1 H-tetrazol-5-y0biphenyl^-yl]methyl-1 ,3.4-thiadiazolin-2-yliden]aminocarbonya-1-cyclopen- 
tenecaiboxylic acid (206 mg) were added a 0.05N potassium hydroxide in ethanol solution (8.3 ml) and ethanol (50 ml) 
30 to dissolve the former in the latter. The solvent was then distilled off. To the residue was added ethanol The solid so 
precipitated was collected by filtration and then dried, whereby 180 mg of the title compound was obtained. 

IR(KBr)cm" 1 : 1680(-COOH). 1570(=N-CO-) 
35 Capability of Exploitation in Industry 

According to the present invention. N-biphenylmethylthiadiazoline derivatives (7) and salts thereof which are useful 
as pharmaceuticals can be prepared at a high yield and advantageously from the industrial viewpoint. 

40 Claims 

1 - An N-benzylthiadiazoline derivative represented by the following formula (3) : 



45 



SO 



'Xk; 



wherein R 1 represents a lower alkyl group. R 2 represents a hydrogen atom or an acyl group and X 1 represents j 
55 halogen atom, or an acid salt thereof. 



2. A process for producing an N-benzyKhiacfiazoline derivative represented by the following formula 



(3): 
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4 



5 



10 




wherein R represents a lower alkyl group, X 1 represents a halogen atom and R 2 represents a hydrogen atom or 
an acyl group or an acid salt thereof, which comprises reacting an aminothiazole derivative represented by the fol- 
lowing formula (1): 



20 




(1) 



wherein R 1 and R 2 have the same meanings as defined above with a halogenotoluene derivative represented by 
the following formula (2): 

25 




(2) 



30 

wherein X 1 has the same meaning as defined above, X 2 represents a halogen atom or -SO3R 3 in which R 3 repre- 
sents an alkyl or aryl group in the presence or absence of a base and then optionally eliminating an acyl group. 

35 3. A process for producing the compound represented by the following formula (5): 



40 



45 




(5) 



50 

wherein R 1 represents a lower alkyl group, R 2 represents a hydrogen atom or an acyl group and A represents a 
hydrogen atom or a tetrazolyl protective group, which comprises reacting an N-benzytthiadiazoline derivative rep- 
resented by the following formula (3) : 

55 
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(3) 



10 



15 



20 



wherein R 1 and R 2 have the same meanings as defined above and X 1 represents a halogen atom or an acid salt 
of the derivative with a compound represented by the following formula (4): 



N— N 



(4) 



wherein Z represents a hydrogen atom, a copper atom, a lithium atom, a halogenated metal or a group -B(OR*) 2 
in which R represents a hydrogen atom or a lower alkyl group, and A represents a hydrogen atom or a tetrazolyl 
25 protective group. 3 
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35 



40 



45 



50 
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4. A process for producing an N-biphenylmethyfthiadiazoline derivative represented by the following formula (7): 

- ■< 

(7) 




COOH 




wherein R 1 represents a lower alkyl group or a salt thereof, which comprises reacting an N-benzytthiadiazoline 
derivative represented by the following formula (3): 



(3) 




wherein R 1 has the same meaning as defined above. R 2 represents a hydrogen atom or an acyl group and X 1 rep- 
resents a halogen atom or an acid salt thereof with a compound represented by the following formula (4) : 
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z , N — K 



(4) 



wherein Z represents a hydrogen atom, a copper atom, a lithium atom, a halogenated metal or a group -B(OR 4 ) 2 
in which R 4 represents a hydrogen atom or a lower alkyl group and A represents a hydrogen atom or a tetrazolyl 
protective group, eliminating an acyl group in the case where the compound so obtained has the acyl group, obtain- 
ing the compound represented by the following formula (5b): 



HN 




(5 b) 



N-N 



wherein R 1 and A have the same meanings as defined above, reacting the compound (5b) with the compound rep- 
resented by the following formula (6) : 



o 



(6) 



and then eliminating the tetrazolyl protective group as needed. 

A process for producing a compound represented by the following formula (8): 




(8) 



wherein R 1 represents a lower alkyl group and X 1 represents a halogen atom, which comprises reacting an N-ben- 
zylthiadiazoline derivative represented by the following formula (3b): 
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X 



-< 



HN 



N 



(3 b) 



75 



20 



wherein R 1 and X 1 have the same meanings as defined above with a compound represented by the following for- 
mula (6): 



25 6. A process for producing an r j-feiphenylmethytthiadiazoline derivative represented by the following formula (7): 



30 
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40 



45 



50 




0 s-<> 



COOH 




(7) 



wherein R 1 represents a lower alkyl group or a salt thereof, which comprises reacting an N-benzyltWacliazoline 
derivative represented by the following formula (3b): 



HN N 



(3 b) 



wherein R 1 has the same meaning as defined above and X 1 represents a halogen atom with a compound repre- 
sented by the following formula (6): 
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♦ 



5 




(6) 



to obtain a compound represented by the following formula (8): 

10 



15 




(8) 



wherein R 1 and X 1 have the same meanings as defined above, reacting the compound of the formula (8) with a 
compound represented by the following formula (4): 

25 



30 




(4) 



wherein 2 represents a hydrogen atom, a copper atom, a lithium atom, a halogenated metal or a group -B(OR 4 ) 2 
35 in which R 4 represents a hydrogen atom or a lower alkyl group, A represents a hydrogen atom or a tetrazolyl pro- 
tective group, and eliminating the tetrazolyl protective group as needed. 



40 



45 



50 
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